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DETAILED ACTION 

1. Applicant's election with traverse of Group I (claims 1-14, 
SEQ ID NO: 3 from Mycobacterium tuberculosis) in reply filed 
April 11, 2 007 is acknowledged. The traversal is on the 
ground (s) that there is no undue burden on the Examiner to search 
this invention. 

The traversal is unclear regarding the burden to search 
which groups or species. Perhaps Applicants meant search and 
examination of all the groups and sequences will not be undue 
burden to the Examiner. Should this be the case Applicants' 
argument is not found persuasive because depending upon the 
restricted group (I or II) and the sequence (SEQ ID NO:?) being 
examined, separate additional searches will be required. In 
cases such as the present one where descriptive sequence 
information is provided, the sequences are searched in 
appropriate databases. Each additional sequence will involve 
searching the additional sequence in different databases such as 
US Patent data bases for issued patent, published applications & 
pending applications; Genbank/protein data base among others, 
and searching for one sequence will not necessarily find art for 
the other sequence (s). Searching, therefore is not coextensive. 
There is search burden also in the non-patent literature. This 
additional searching as explained above would therefore involve 
undue burden to the Examiner. The requirement is still deemed 
proper and is therefore made FINAL. 

2 . Claims withdrawn : 

Claims 15-16 are withdrawn from further consideration by the 
examiner, 37 CFR 1.142(b), as being drawn to a non-elected 
invention. 

3. Priority 
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Acknowledgment is made of applicants' claim for priority 
based on an application filed in Germany on 08/26/2002. 

4 . Drawings 

Drawings filed on 2/24/05 are acceptable for examination 
purposes . 

5 . Specification 

The specification has not been checked to the extent 
necessary to determine the presence of all possible minor errors. 
Applicant's cooperation is requested in correcting any errors of 
which applicant may become aware in the specification. 

6. Claim Objections 

Claims 4, 5, 6 are objected to under 37 CFR 1.75(c), as 
being of improper dependent form for failing to further limit 
the subject matter of a previous claim. Applicant is required 
to cancel the claim (s) , or amend the claim (s) to place the 
claim (s) in proper dependent form, or rewrite the claim (s) in 
independent form. These claims include non-elected subject 
matter which must be deleted to overcome this objection. 

7. Claim Rejections - 35 USC § 112 (first paragraph) 

Written Description 

Claims 1-4 and 7-14 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor (s), at the 
time the application was filed, had possession of the claimed 
invention. These claims are directed to a method of 

fermentative production of at least one sulfur containing fine 
chemical (or compound) which comprises fermenting a coryneform 
bacteria, wherein the coryneform bacteria expresses at least one 
heterologous nucleotide sequence which codes for a protein with 
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O-acetylhomoserine sulf hydrolase (metY) activity, wherein the 
DNA (or polynucleotide) is a genus of DNA from any source and 
having no defined structure. 

The specification does not contain any disclosure or 
description of the structure and function of all DNA sequences 
from any source that are capable of encoding a protein with O- 
acetylhomoserine sulf hydrolase (metY) activity. The 

specification discloses the DNA sequences of SEQ ID No. 1, 3, 5, 

7 51 & 53 (See claim 5 and specification, page 3) encoding 

a protein with O-acetylhomoserine sulf hydrolase (metY) activity 
of the claimed genus which is insufficient to put one of skill 
in the art in possession of the attributes and features of all 
species within the claimed genus, which may also include species 
hitherto undiscovered. Therefore, one skilled in the art cannot 
reasonably conclude that the applicant had possession of the 
claimed invention at the time the instant application was filed. 

8. Enablement Rejection 

Claims 1-4 and 7-14 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a 
method of fermentative production of methionine which comprises 
fermenting a coryneform bacteria, wherein the coryneform 
bacteria expresses at least one heterologous polynucleotide 
sequence of SEQ ID NO: 3, encoding a protein with O- 
acetylhomoserine sulf hydrolase (metY) activity of sequence of 
SEQ ID NO: 4, does not reasonably provide enablement for any 
polynucleotide encoding a protein with O-acetylhomoserine 
sulf hydrolase (metY) activity (claim 1) or claims dependent 
thereof. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly 
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connected, to make the invention commensurate in scope with 
these claims. 

The scope of the claims does not commensurate with the 
enablement provided by the disclosure with regard to the 
extremely large number of polynucleotides broadly encompassed by 
the claims including variants or mutants. Since the amino acid 
sequence of a protein determines its structural and functional 
properties, predictability of which changes can be tolerated in 
a protein's amino acid sequence and obtain the desired activity 
requires a knowledge of and guidance with regard to which amino 
acids in the protein's sequence, if any, are tolerant of 
modification and which are conserved (i.e. expectedly intolerant 
to modification) , and detailed knowledge of the ways in which 
the proteins' structure relates to its function. However, in 
this case the disclosure is limited to the nucleotide sequences 

of SEQ ID NO: 1, 3, 5, 7, 51 & 53 and encoded amino acid 

sequences of SEQ ID NO : 2, 4, 6, 52 & 54, respectively. 

While recombinant and mutagenesis techniques are known, it 
is not routine in the art to screen for multiple substitutions 
or multiple modifications, as encompassed by the instant claims, 
and the positions within a protein's sequence where amino acid 
modifications can be made with a reasonable expectation of 
success in obtaining the desired activity/utility are limited in 
any protein and the result of such modifications is 
unpredictable. In addition, one skilled in the art would expect 
any tolerance to modification for a given protein to diminish 
with each further and additional modification, e.g. multiple 
substitutions . 

The specification does not support the broad scope of the 
method claims which encompass using DNA comprising all 
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modifications of DNA of SEQ ID NO: 3 or a DNA encoding a protein 
with O-acetylhomoserine sulf hydrolase (metY) activity because 
the specification does not establish: (A) regions of the protein 
structure which may be modified without effecting 0- 
acetylhomoserine sulf hydrolase (metY) activity; (B) the general 
tolerance of O-acetylhomoserine sulf hydrolase (metY) to 
modification and extent of such tolerance; (C) a rational and 
predictable scheme for modifying any O-acetylhomoserine 
sulf hydrolase (metY) residues with an expectation of obtaining 
the desired enzymatic or biological function; and (D) the 
specification provides insufficient guidance as to which of the 
essentially infinite possible choices is likely to be 
successful . 

Thus, applicants have not provided sufficient guidance to 
enable one of ordinary skill in the art to make and use the 
claimed invention in a manner reasonably correlated with the 
scope of the claims. The scope of the claims must bear a 
reasonable correlation with the scope .of enablement ( In re 
Fisher , 166 USPQ 19 24 (CCPA 1970)). Without sufficient 
guidance, determination of exact nature of the encoding DNA (or 
polynucleotide) encoding a specific O-acetylhomoserine 
sulfhydrolase (metY) activity of known substrate specificity 
having the desired enzymatic characteristics is unpredictable 
and the experimentation left to those skilled in the art is 
unnecessarily, and improperly, extensive and undue. See In re 
Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988). 
9. Claim Rejections - 35 USC § 102 

The following is a' quotation of the appropriate paragraphs 
of 35 U.S.C. § 102 that form the basis for the rejections under 
this section made in this Office action: 
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A person shall be entitled to a patent unless -- 

(a) the invention was known or used by others in this 
country, or patented or described in a printed 
publication in this or a foreign country, before the 
invention thereof by the applicant for a patent, 
application by another who has fulfilled the 
requirements of paragraphs (1) , (2) , and (4) of section 
371(c) of this title before the invention thereof by 
the applicant for patent. 

Claims 1-3, 7-14 are rejected under 35 U.S.C. 102(a) as 
being anticipated by any one of the following Degussa's 
references: (1) WO 02/18613 A, (Degussa) , March 7, 2002]; WO 
02/10206 A (Degussa), February 7, 2002] or [WO 02/10209 A, 
(Degussa) , February 7, 2 002] . 

Degussa discloses the production of 'sulfur-containing fine 
chemical' by fermentative preparation using metY gene coding for 
0- acetyl -L-homoserine sulf hydrylase from Corynebacterium 
glutamicum 13032 (see page 6, line 22) is present in enhanced 
form or is over- expressed, varying copy number, replicated, 
integrated and amplified in the chromosome (See abstract; page 
11, lines 5-10, 30-35) . The reference also uses other 
polynucleotides (which are at least 70% identical) encoding the 
O-acetyl -L-homoserine sulf hydrylase of SEQ ID NO: 2. These 
polynucleotides (or DNA) from other sources which are at least 
70% identical are considered heterologous (See pages 2-4) . 
Suitable strains of Corynebacterium (ATCC 13 032) or 
Brevibacterium used for making L-methionine are listed on page 6- 
7, for example. The reference on pages 13-15 further describe 
increased L- lysine and/or L-methionine production by enhancement 
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of one or more genes selected from a group consisting of gap gene 
which codes for glyceraldehydes 3 -phosphate dehydrogenase; pgk 
gene which codes for 3 -phosphoglycerate kinase ; pyc gene 
(pyruvate carboxylase) ; lysC gene; metA (homoserine O- 
acetyltransf erase) (page 10, lines 27-30), among several others. 
Method for the preparation of animal feed additive comprising L- 
methionine using the fermentation of the L-methionine by 
Corynebacterium bacteria are also taught by the reference (See 
for example, claims 25 & 38-39) . The reference is anticipatory 
for teaching all the limitations of the claims. 

10. No claim is allowed. 

11. Method claims drawn to SEQ ID NO: 3 is free of prior art. 

12. Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Tekchand Saidha whose telephone 
number is (571) 272 0940. The examiner can normally be reached on 8.30 am - 
5.00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapu Achutamurthy can be reached on (571) 272 
0928. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status 
information for published applications may be obtained from either Private 
PAIR or Public PAIR. Status information for unpublished applications is 
available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access 
to the Private PAIR system, contact the Electronic Business Center (EBC) at 
866-217-9197 (toll-free) . If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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